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E910-PCT 



>ORTANT NOTICE 



International application No. 
PCT/JP98/01217 



International filing date (day/month/year) 
20 March 1998 (20.03.98) 



Priority date (day/month/year) 
21 March 1997 (21.03.97) 



Applicant 



CHUGAI SEIYAKU KABUSHIKI KAISHA et al 



1. Notice is hereby given that The International Bureau has communicated, as provided in Article 20. the international application 
to the following designated Offices on the date indicated above as the date of mailing of this Notice' 

AU,BR,CA,CN,EPJL,KR,NO,PL,US 



In accordance with Rule 47.1(c), third sentence, those Offices will accept the present Notice as conclusive evidence that 
the communication of the international application has duly taken place on the date of mailing indicated above and no copy 
ofthe international application is required to be furnished by the applicant to the designated Office(s). 

2. The following designated Offices have waived the requirement for such a communication at this time: 

ALAM^AT^BA^BB^G^BYXH^CU^CZ^DE^K^EA^EE^S^LGB^GE^GH^M^W^HUIDJS^E, 

KCKZ^aLK^LR^S^LLU^LV.MaMG^MK^M^MW^MX^Z.OA^T^RO^aSaSE^CStSK^UTJ, 

TMJR/1T,UA,UG,UZ,VN,YU,ZW 
The communication will be made to those Ofnces only upon their request. Furthermore, those Offices do not require the 
applicant to furnish a copy ofthe international application (Rule 49.1(a-bis)). 

3. Enclosed with this Notice is a copy ofthe international application as published by the International Bureau on 
01 October 1998 (01.10.98) under No. WO 98'42377 

REMINDER REGARDING CHAPTER II (Article 31 (2)(a) and Rule 54.2) 

If the applicant wishes to postpone entry into the national phase until 30 months (or later in some Offices) from the priority 
date, a demand for international preliminary examination must be filed with the competent International Preliminary 
Examining Authority before the expiration of 19 months from the priority date. 

ft is the applicant's sole responsibility to monitor the 1 9*month time limit. 

Note that only an applicant who is a national or resident of a PCT Contracting State which is bound by Chapter II has the 
right to file a demand for international preliminary examination. 

REMINDER REGARDING ENTRY INTO THE NATIONAL PHASE (Article 22 or 39(1)) 

H the applicant wishes to proceed with the international application in the national phase, he must, within 20 months 
or 30 months, or later in some Offices, perform the acts referred to therein before each designated or elected Office. 

For further important information on the time limits and acts to be performed for entering the national phase see the 
Annex to Form PCT/1B/301 (Notification of Receipt of Record Copy) and Volume II ofthe PCT Applicant's Guide. 
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SfflLt> C *l £ il © & |g & L -3 T&S L, #t>n£fc 
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trt # & © £ t/i fig £ LT^ffl $ ft£ t h IL-6&. Eur. J 
. Biochem (1987) 168, 543 . J. Immunol. ( 1988) 140, 1534 . 
£> & ^ teArgi c. Biol. (1990) 54, 2685JC m 7F £ ft tz IL-6itfc^/ 

jffl b& * 3^ ©<e * $ #^m> * © it ± anna £ l* x i£ ft Ji fit * ^ £ 

f^stui t iiffl ^n^=t ^ 0 ii-GW&n tmvm&'M. torn 

1-2. iaIL-6g^#Ja#: 

ft £iaIL-6g:g#in;&te. ££n©#S:£ffl^Ttf 
'J 2n — i-Jl<-£tzl$ ; £J?u - t L X%2> C £ £ & Q 

*%BjTr{£ffl $ ftSKlL-B^fti/t&i Lt, # f nf ¥L » ^ £l * © 

frHTIi, 7 U K- v ft* t>©, £ «fc it£ ^ X ¥ 

fft^&f:: ct o in; # it & ^ £ ^ f£ 31 ^ * *-T?fim$£&L fc^xtc 

jg£:£ft* So £ ©iriftte IL-6^!g& i^^t^ £ «t £ 

*5 . IL-6© IL-6S^^^O^^-^Pl* LTIL-604l5f Witt©! 

C © «fc o tttftfr i L T(i. MR16-l£tft: (Saito, etal., J. Immu 
nol. (1993) 147, 168-173) N PM-litf* (Hirata, et al., J. Imm 
unology (1989) 143, 2900-2906 ) . AUK12-2 0 £tft N AUK64-7 $tl 
& (SAUK146-15 ( S IB 4$ ft til BS & M # -ff- W0 92-19759 ) 
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PM-lffi#££'W f U K - t »l US *Mi. PM-l<hLT. Ii 
ftfK^^IfliSfi^^i < TBI #3 ^ 

) {C N ¥l&2 ^7 £ 10 B (C. FERM BP-2998<fc LT^^^X h^#]fC 

io^iiiK^to MRi6-iifc{«£'W k- vim as 

1$ ti Rat-mouse hybridoma MR16-1 «b U, ^J&9 ^3 13B 
aWK^^X^X^a«W^HlT«-FERM BP-5875£ LT^s££n/c 0 

1-2-1. IL-6 

«k^o tfc<*iR*f ©JKftttfiK <fc LT&ffl^nS t h IL-6g£ 

fate. gfcWftfFtiiBS&BBS^BP 325474 (C. ^ ? X I L-6g m (i B 
##3* itiK&M#^4$ra¥3-155795KBg^ $ ftfc IL-6g^#»fc^ 
/ T ^ yifcfil5l]£ffll»*SC.<!:{w«i;oT&fc>*'l£o 

IL-6fg^I6f iBBBaJS±^lft^ S t> © <h ffll US IBS «fc 9 

iKLtl^fc© ( (Yasukawa, et al., J. B 
iochem. (1990) 108, 673-676 ) t©2ijSA<*S. °Tf§14lL-6g 





W ° 98/42377 - PCT/JP98/01217 

tti&±*Hiia*jBRtesi$ i±tzm, * © it ± sh us * t tzu, &m±m 

t h IL-6^^#:^ 3 - Fl*" & cDNA^fr:/^ x ^ KpIBIBSF2R £ 
tWt^^If (E.coli) ( 1989SO 1 £9 B^TI 

HB101 - p IB IBSF2R £ L T\ g 
KS^FERM BP-2232£ Lt^^X h ft #7 IZ & o £ ffl ft « ft $ ft T 

1-3. 4agpl30 $iW 
^Tffiffl $ ft £ in; g P 130 & £ LT. ^tCDi^MS*© * y * a 

- ;U in: f* if £ L^o H&?LS&#i£*©-*y' * u - ^ ft ft £ Li 

S So d ©ifcttti gpl30 ie^f5Cii:J:»), IL-6/IL 

CCDck -5 tlifiWt LTIi, AM64in]ft (#M¥3-219894) , 4B11K 
#*3<fcOf2H4 iaft (US5571513 ) B-S12 St # & «fc Cf B-P8$t ft 
¥8-291199) (f^tlSo 

1-3-1. gpl30©i$iS! 

£<£fflL. £IT(D X O iZ LTfF^Tr^ £ 0 -*ti*>%^ g P 130 £jfcfl: 
ftlUtifflLt, C ft £ il ST {c Lfcim^g L . 



WO 98/42377 





PCT/JP98/01217 



Jl#lftici2 s ^ J 9 n - ^ 71/ ft # £ fl- fi{ * S ti & ® «t ^ {c ^ n 
{i'ck^o #J;Ui\ ft&JK^cD^ftftJli LT&ffl £ nSgpl30 ii N 
&*N4#S*ttiffi&&fl#^BP 411946 lZffiirsZtltzlL-G%:®fcmfc?/ 

gpl30 ©itfe^Se^iJ^^^DC^^A;^ ^-^{cjf A LTii^^^ 

£Slft©gpl30 SfiR«r&ftl©*ffiT|»«Lx C©»«IL-BS£fl: 

ief^i^^l^iLTffll^«'J:^ 0 g P 130 £f£3iLTt> 

£M^g P i3o legtioiat i0iA ifii ^ i ^j itiiL 

^fFit/lTr^S^nsoi?L®;t/i LTIi, ft (c fig £ $ ti £ t> © 7? 
ii 1£ l ^ „ $H lift 8k £- 



«s &Tfc&3*-#-* £ «fc *jfT*>n5 e H ftic (2 , «8fl?£tH£ 
PBS (Phosphate-Buffered Saline ) ^J^Tk ^ Tig ^ S {c ^ 
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& ^ if t» ft & o 

o~^*fflll&tix ©ffllia**. P3X63Ag8.6 

53 (J. Immnol. (1979) 123: 1548-1550) , P3X63Ag8U. 1 (Curren 
t Topics in Microbiology and Immunology (1978) 81: 1-7) . NS 
- 1 (Kohler. G. and Milstein, C. Eur. J. Immunol. (1976) 6: 
511-519) . MPC-11 (Mar gulies. D. H. et al.. Cell (1976) 8: 
405-415) . SP2/0 (Shulman, M. et al.. Nature (1978) 276: 2 
69-270) N FO (de St. Groth, S. F. et al., J. Immunol. Method 
s (1980) 35: 1-21). S194 (Trowbridge, I. S. J. Exp. Med. (19 
78) 148: 313-323) . R210 (Galfre, G. et al. , Nature (1979) 2 
77: 131-133 ) *< ifi £ £ ffl $ ft & o 

m is & m m t s ia-7iiia©iiisi^iii*wi:«fi^©^ 

fcilffv S J\/ * t- << y h <0-ft : fk (Kohler. G. and Milstein, 
C. „ Methods Enzymol. (1981) 73: 3-46) f CiCTftKi^ 

HifiE*fflfl&lih£tt:0l*-l^ HUBS ft £ ffi it 8J (DfttiL 
T ft ^^Ms 3 ft So M&{B.&MtLXtemx.& 

N # U jc =f- u y 7 U ^ - ;u (PEG ) . -fe > ^ -< ^ 4 x (HVJ ) m 

ltslMbs^i -lo^t-r^o^ie 1 ^ l^o 

M:ffl^5^fl«i Ltlix |x.tl ii IS S J- p - v if 

l o 
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(FCS ) f ©iiil^tfflta c i t>-e* So 
*fflfl£ Hi x fiff E £ ttl !& £ $^n-^*ffl^icDfi>T^*^gjfB^ 
=fc < L x ^«). 37°CfIgtCj!jnS. L /-cPEG #J *. 

> ¥ £3 rfr^a 1000— 6000*1 jg© PEG *g?££iI3tx 30—60% (vv/v ) 

(Dmrnx-mmL. « ^ s c <t ic j: o t a ft t <s » jhb as ow 

:/ U K--e) ^M^tlSo «g^T. » *!§ i§ « ifc £ « ifc 8s iD L. 

© £ WJC # £ L< iffl M 1^ #J ^ ^ l& £ T~ £ & o 

^'W7'J il 3? <£> it £R * & x 0H>Ltfx HAT i%mm 

(t#+if>^>, T ^ y-^T-u > *> J: ^ $ 

ftttS'W^'J F-vJ^©« (#l»^*ffll!S) i^it^oi; 

31 am s& as ft l . «ffB >j >^«*t h ;in-7fflia s mx-iim 

SSiOt h£t#£?f& C £ 6 (#£^ 1-59878 # M ) 0 $ 

£ K x t h $1 fa 5& fc ^ (D T CO Is - h U - * W ^ S h 5 > X v> * 

- y * {c jft/m ^ tt St EC 3fc ^ am US £ Jft -5- Lx M i£ <£> # & JC & ^ 

RiTS©t v$iw*mn lt t> =t ^ (SRifttfajisi&Biis^wo 93/12 

227 . WO 92/03918 „ WO 94/02602 „ WO 94/25585 . WO 96/34096 
x WO 96/33735 #M) 0 
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LTHS^ft, & £ l/> fcfc'WT' U K-^& d ft £ £ £ & * *"fi?L 

So tis S M © irC # £ f§ 6 <D fcjg Ltfe «9 N — #x & 

#©^r^(i. in; & © * » £ ^ jc is lt^ So 

3-1392 93 {dfUlTF^ tltzjj £ *9 ft o C So Xtt&fliil££ 

^X^Xtt&flSW^ (^^»^ < «'rfrmi TBI S3 ^) {d, ¥■ 
J&2 ^7 10B i:, FERM BP-2998 i LT^^^X h^l^fcSoli 

ik^ies nfcPM-m#g&'W ■/ y k-^^balb/ct x (b#* 
S£! -r s & ^ N #/w:/y K-v£**!§teJ&«u #>Jx.te\ io%^-> 

Sni^Jla^. 5 % BM-Condimed HI (Boehringer Mannheim $g) ^WRP 
MI 1640i§iiil s a^'J K-^SFM igife ( G I BCO-BRL *K ) ^ PFHM-II 
igife ( G I BCO-BRL $8) I^MU ^©^«±jS*> £ PM-li/ttt £fflf 

1-5. *l&*.M$t# 

K-7^b?n-->ru ji^te^ ? * - *a * & // t . cm* 
fiiclAL, atfe^iaift^K^^ffl ^t£& s ■£ *a & *. M i/fc # 

*ffl^5:ii<f§4 Carl, A. K. Borrebaeck, James, 

W. Larrick, TERAPEUTIC MONOCLONAL ANTIBODIES, Published in 
the United Kingdom by MACMILLAN PUBLISHERS LTD, 1990#J&) 0 
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fttDSjm. (V ) £Si££3- K-T &mRM&mm-f So mRNA© Ignite. 
fi^O^Ss mz-tf, ?T - =J (Chirgwin, J. M. 

Biochemistry (1979) 18, 5294-5299 ) . AGPCft (Chmczynski, P. 

(1987) 162, 156-159 ) 3MCj;J)£RNA ^IISL, mRNA Purif 
ication Kit (Pharmacia §!J) m £ L TmRNA^P^-r S o £ 
. QuickPrep mRNA Purification Kit (Pharmacia SS!) ifflUJ: 
£ tc i: 0 mRNA^il^li^-r 4 C <t £ -5 0 

n t> titzmRNhfr ^M^^mm^m^^-ctfiwy £i^©cdna££-j&^- 

§o cDNA<7)-&Jzfc(i. AMV Reverse Transcriptase F i rs t -s trand cD 

NA Synthesis Kitf ^fflUTlT9 C i^'T^ -So £ tz N cDNA©£-/& 

*5 «fc fr ? K (i 5' -Ampli FINDER RACE Kit ( C 1 on t ech£S! ) 

&<i:0*PCR £fflWc5'-RACE & (Frohman, M. A. . Proc. Natl 

. Acad. Sci. USA (1988) 85, 8998-9002 ;Belyavsky, A. t> s Nu 

cleic Acids Res. (1989) 17, 2919-2932 ) 

So *§&n*:PCR £ S ft t -r S DNA i£f tf" £ ^ L , 

DNA iii^i-^o $<^{C N end: <9 ffijH*.^ 0 9 -&ftf& L , *J» 

So B Ift £ ij- £ DNA ©ttLSE^J^^^DO^TS. ffl K \% . * 4- •> & 
«fc <0 it IS f & o 

gfti-r&it&CDV - K-T -5 DNA ^tltf, d ft £ 

fifr M © irC ft 3fe 3t fil ll£ (C £=i- -5DNA ifSlgl^ C ft £• 

StftC fl^ODNA frffeSI^ ? * - ^ifi* t> «k ^ 0 

#f£Hfl-e&ffl £ft&ia;#:£SS!ig-r s fete. «^cD«k-5tw}fi:#ite 

^ £r f£ 31 #J tip H igu #l;Lte\ -i- > ^ > - . 7 o *- * -<£>$lj£p© 

k i -em^-t s «fc 9 usa^ * * - c*&*&£fo <^{c. zcDzzm.^? 
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o 

1-6. &min.& 

ffc SB ti > t h iziQ-f SSSi/tHte^ffiTS £ <b^£ S 
i LTAAW(:^^Lfcafe?ffit^airLft> 01 *. tf\ (Ch 
imeric) in.fa, t h SMb (Humani2ed ) irCft: £ & ffl T £ S 0 C ft £ 

A £ k h iftteC a - Ktf- &DNA iiS^L. Ctl^^I^^ 

^fiFmis^MS-^BP 125023 , m^&ntum&mm^m 96/02576 

*y 5PM-lia&©L «&*J«fctfH IS © V 3 - K^S 

DNA itt^7X; Klis & * pPM-k3fc <fc D'pPM-hl t $ ft. £ 
K^W^&^ilffiteN National Collections of Indust 
rial and Marine Bacteria Limitedic. 1991^2 EllBfc, # * NC 
1MB 40366 . NCIMB40362<»: LT T^^X hll^ldo £H[^$It£ 
fttl^ ( IS |S£ # !*F ft 8® £ Hfl # WO 92-19759 # RH ) 0 

t bSUblfcttfcU #$f/& (reshaped) fcMattttjffcSft, th 
JB* # © "8 ?L» $N ft t v *trt#©tl*tteft3£ffi# (CDR; com 
plementarity determining region ) £r fc h tt^©ffl}itt#^$il|t 

(^W#fPI±Jlll^P^#-^-EP 125023 s a b # # tii s & &n # wo 

96/02576 #H) o 

(FR; framework region) ill "t" & <fc ■? tc !§ it L DNA 
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|J rf 7 ? f- £PCR & ic «fc *9£-J&-r& 0 »£ft'rt:DNA ith 
St#C««*3~K^-SDNA iI8L, & ^ % 31 ^ ? * - ic 
jA /u T* > C n£lt±fc:»A Lm*ktS it S d cb fc ct «9 t>n* (gfcftl 
#fFtiiM^M#-^EP 239400 . S |g # f* tB IS £ Bfl # "^WO 92-19759 

mm) o 

CDR *^LT»IS$ftSh h $t#GDFRte. *B IStii ft 5£ fig « & SF 

t h m^otaffitt ft ^ :b<m w k irt n *§ ^ & £ fig -r 5 «t -5 tc 

(Sato, K. et al., Cancer Res. (1993) 53, 851-856) 0 

h hirCttC fi^i Ltli. C r ri< 3* & *U C rl , C r 

2 N C 73 . C r4 £1&mi- & C tfr-Z £ 2> o £tz, !/t * « ■€: 

Ei3:*:©c ilS^^j:^ t b §Mt i/t ft t h J£* fl. © nffi ¥L » fci e& * in: 

{*©ffl*S*feft5£®«<fcfc biaftfi^^U-A?-?!!® ( framew 
ork region; FR) *5«fctfC KI«2^t>fc*K t b ft ft J- £ ft Jl 
#{ET LT ^ 6 # #& W © £ SI © W 8& J* # <!: ITtfflTi^ 



#f|BJfc&ffl$ft£t b M ft irC ft co ft £ L^I{tWiLTIi> t 

hSUfcPM-ltattJ^SStf t»tt£ (S^#fFtiiM^^#-^W0 92-19759 

#M) o 

1-7. HfcJ:tfi4 

> c §o us a s an i& © « si^nstffl^y 
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^ £ f& ft i-jg^r $ ittzMh ZK^-ZZtlZ^ts^ ? ? -};:£ «9f£ 
human cytomegalovirus immediate early promoter/enhancer ) £ 

-^-/x.>;n LTs Uhn^^l/Z, # U * - v ^ >r 71/ 

X s Tfy^^l/X, i T > >f ;P X 40 ( SV 40 ) O ^ 71/ X 
-/n*— ^— //x->/n>-9- — -^t h x\ o > y — *> a ^ y T ? ? —1 
a (HEPla) K if (D ni?L mm m E*3 * © "7 n e - * - / jl > ^ > if - 

SV 40 ^Dt-^-/xyA>ir-4ftffltS«^^ Mu 
lligant>0^i4 (Nature (1979) 277, 108) , £ t z , HEF1 a 7° n * 
— ^ — /jr. >^ > If - ffl & *§ £^ Mizushima t><Djj-& (Nucl 
eic Acids Res. (1990) 18, 5322) ic fife x_ 12 tc Hife ^ 3 d <b J0< 

s§ w © *i ^ , ^ffl $ n * mm k 7° n * - N it # 

^— . araB^ u t - ? — &&lf Z> Z t £ & e lacz7"o^-^- 
^^fflf-^Ji-^. Ward£,©:fr& (Nature (1098) 341, 544-546 ; FA 
SEB J. (1992) 6, 2422-2427) N araBT 0 n * - * - £ ^ ffl & M 
„ Better^ <Djj& (Science (1988) 240, 1041-1043 ) {cfi£*.tf,fc 

O tz a6 © •> ^ ± frWM t Litis ^cl ffi © ^ U 7° z> X A 
lzm*kZ it 2>me>. pelB-> r + Jlsmm (Lei, S. P. et al J. Bact 
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eriol. (1987) 169, 4379 ) £ t ft tf «fc ^ 0 ^'J y^XAici 
£3ftfcffc#£#lliL*:«. *il*oii|^lt|i{:ij7*-^K (re 
fold) LT^fflt^ (0lj*.fi\ W096/30394£#M) 0 

ilSligliLTH, SV 40 . U * - ^ ;U X . T^y^^/U 
X. -J^^t'D-v^^l/X (BPV ) f Oft^OtO^ffil^ci 

££fc N ^igg^^-^it^^ 3 b° - tfc i* ipi © £ 

■b* (APH ) m&=F. * I V y^ri--^ (TK) iftfe^ % ^ii^t > 
>77- >*X* U * :*>;l/ h7>X7x7-t" (Bcogpt) atfe^ 

, ^ fc K n It it 5c If 31 (dhfr) afif**tt?ui*<TfiS, 
*3fcWT£ffl3ftSffi#©SSi6©fcji>fc. #Sc©^£^£-&ffl-r 
T?£5 0 *t(*8S!at©feJ6©^^^« N in v i t ro «fc i n v 

ivo in vi tro©^^^ £ L X it, M & M m % & ffl 

5S4«i<*4 0 m m m m t l -c « , co ng^LMHs, ch 

0 . COS N ~ i n - BHK (baby hamster kidney ) „ HeLa, Ve 

ro. (2) mtkmrnm, mz-tt, t? v t> v * ?fx.;ummmi&, 

^ti(3) m&mM, sf9 N sf2K Tn5 *<5ai t> ftT S 0 fit 

$5$B0& i L T Nicotiana tabacum £ 3fe © jfiBJ& j&<fcj & nT *> t) 

. t 7 ^7 o ; t X (Saccharomyces ) JS N #lj fL \Z y t) o i -tr X • 
-t? U If' ^ ji (Saccharomyces cerevisiae) s ^^ffi. 
JU^V (Aspergillus ) ffl A. (i' T x ^ ;U ^ X • ^ if - ( 
Aspergillus niger ) ft & ftr ^ S „ 

an & t l t « . ^ni (e. con ) . ttfi^^nri^, 
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c *i e>© amis k . @ ft t-? £ ms » »c «t <om al 

. ^Sfe^^nfc^ffl^^rin vitro-r-i&tt-T S C i «t 0 irCftrtMf & 
tl§ 0 & fcl © :£ & K ft f=f -5 o #>J*-te\ iiiSi LT. DM 

EM. MEM N RPMI1640. IMDli* ffiffl f S d <h # £ . ^86!t]fll» (FC 
S ) © ifil fit *i £ ^ ffl * C t h ~C £ * o £/c taftit£T£# 
A L^flfllia«:»«B©ttie^^^"^ C i {C«k 0 . in vivo fCTtfCft^ 

in vivo LTU, »«r&ffiffl "T & 03 

(Vicki Glaser, SPECTRUM Biotechnology Applica 
tions, 1993 ) o £tz, 14Ht!^ 3*ffll,^:iA<tl 

& £ ffi S * fll *. * '< = £ ffl ^ 5 d t^t^o 

# -tr >T ^Oi^iftN-^lcl^^ii^ftSieSia - K -t" 5 it 

ALTii^liE^i LtiSt^o tit at ^ # 
A £ ft/cSfe^ritfe^^fr DNA llf^t^OE^AL, C©IE£ 

to £ -tir 3 #> J- > a E * y & h 5 > x x — «y >? ^ ¥K&m 
LTfc«k^o (Ebert, K. M. et al., Bio/Technology (1994) 12, 
699-702 ) o 
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£?f & (Susumu, M. et al.. Nature (1985) 315, 592-594 ) o $ 

— , #>] X. l£ pMON 530(c}fALs £ © ^ £ * - * Agrobacter i ura tume 
faciens <D «fc «5 & '< * ^ U T JC 9 A "T 3 o C © '< ? x U T £ * '< 3 
. fll*. ii'Nicotiana tabacum fc JK ft 3 . * * 3 © S <t <0 e^tM © 
irC^^m^ (Julian, K. -C. Ma et al. , Eur. J. Immunol. (1994) 

24, 131-138) o 

±&(D£oiC in vitroSrtiliin vivo ©^^^iCTfctffc^r^^-^ 

6 « N Vi&mm ( h M ) * ti e« ( l & ) ^ = - k -r a dna & 

L. & S liM* H l^iy'L «S * a - K "T & DNA 

- fc *& <£- iA A, N fi^ff^Ig^^ii-TfcJ:^ ( ffl IK 4$ St Hi II & Hfl 
S-^-WO 94-11523 #Jfc) o 

1-8. ifi#mm® 

x fit#©»f jt-f 5 -€-©^«i«I"e* -a T «fc 0>J*.l*^ ft ft © Bft £ L 
T li. Fab . F(ab' )2 . Fv£ ii H M i L $g©Fv^ig^ t£ U > * - 
-t±/c •> > iOl/f- x. -< >Fv (scFv) *<¥»f bftSo Mft&vHC 

iix ftft^i^s. /on°-t -> > Lt^;ft®TM- ; £• 

£ j& £ -t±- £ ^ cn t>fiL<*wfin^ =» - k-t safe? 

Lx :n^ii^^-i:iALf;t> & ^ ft nil $ it 

& (mfHi* Co, M.S. et al., J. Immunol. (1994) 152, 2968-29 
76. Better, M. & Horwitz, A. H. Methods in Enzymology (1989) 
178, 476-496, Academic Press, Inc. . Plueckthun, A. & Skerr 
a, A. Methods in Enzymology (1989) 178, 476-496, Academic Pr 
ess, Inc. N Lamoyi, E. , Methods in Enzymology (1989) 121, 65 
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2-663 N Rousseaux, J. et al., Methods in Enzymology (1989) 
121, 663-669. Bird, R. E. et al. , TIBTECH (1991) 9, 132-137 

scFvte. irt&CDH ifV ffi&tl ifV M^^iSt 5 C i (Ci f)f 
bllSo C CD scFvt-*5 ^T. H m V fg% £: L iV filiate U > # - „ 
*?3L<12. K'J >*-*^LT3ligSftS (Huston, J. S 

. et al.. Proc. Natl. Acad. Sci. U.S.A. (1988) 85, 5879-5883 
) o scFviCfc &H ifV £Iig4oJ;Oa ifV ®«tix ±lSirC^iLT 

n/c t> <D cd ^-r n© -5 r t> «k ^ 0 v ^ 5 

^•^f- K'J - £ LTte. #i]*-te*T S J B?12~19g|gj^ £tt 

scFv^n- KfSDNA I*. M Ifi tit & © H IS £ tz it . H MV «|«* 
3 - Kt5 DNA . =t t>*L If * ti . L if V ^«^r 3 - K^" S DNA 

&m%L t l s £ cDge^ijcD 9 ammo t i j 3- Ft 

-s dna *©mss&&j£-#- s 7° ^ ^tpcr m 

ct«9^ipSL, $ K'J >*-35^*j - KtSDN 

A :fc<fctf *©M«5£&* H if. L if tmmtS ti6 <fc -5 3 y 

— SscFv* 3 - K-T 5DNA *<f^ig $ tltLifx ^tlii^^W 
cn^trC^CD»fM-(i. MIBiPI#{CLT^CDitfe^^gJll#L^31 

^•5 rt^^j (c (i c ft £ ©tjt&cDSfr Jt h $ ft £ » 

ffLWommm t lt, # v u > ? v n - ji (peg ) m<D&m 
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r$t#:j fc « d ft h © i/t # ^ tfi £ ft & o ,!©=);-?&: 

£t#^ift^£*#3ic«x fi&ftfctttttcfb^Wtttell&^Jfe-rc: £ ic 
.k-sTf Sui^flSo cft£©7j&«c©#^jc:fo^T-r"eic 

H 1L $ ftT l^o 

1-9. • fflta 

1-9-1. !a&©#ili • mm 
^-C^^ffi^t-^Ci^T^^o^^B^T^ffl^ftSJt^CD^II 

x »S«77^f ^ - ? n v - ic £ 

W ^. x ^of-f >A -h ^ A, yofOG lft>nSo 
^n^-r>A 77 5 Ajcffl ^ §fi^i LTx ^j/U2\ Hyper D x PORO 

5 x Sepharose F. F.f btlSo ^©tiilx iifjf © * y ? @ 

Iffi^nti^^l, ffi^^-^^Mffl ffttf J; < x ft £ K £ $ ft 5 

6 © li „ ^iJx.(i\ ±mr -? * * - ? a b f ? 7 * 
H© ^avh^^^^-x 7^;u^-x PS^Miix ±&#fx S#r^£ 
iSHil^x ffl^^^tti«\ §£ BJ? T 1£ ffl $ ft£ta#£#itx fftlS! 
t5:ii<T'^5o ?n7h/77-f-HTIi, ffl ti* x -f * > 
3^^^o^h^5^^-x j^7X^n^h^'^7^f-x 7"^5if ^' 
3* y £ ft £ o C ft £ © ? n -7 h ;7' 5 7 - ii HPLC fc ig ffl 15J f£ r £> S 
o * /c tei£*IHPLC£&ffl f S C t t> * -5 o 

1-9-2. tFt#©*£ffl(Jj£ 

_ti52-l &ftfcffi#©*J&9Jj£te!R#;j&©flrJ£2 rt: teELISA 

f t-i^f 7 Ci^T^So tft^^, Aft £ © fflj £ »c «fc S Ifc £ {c 
fix ^-PBS(-)TiS^ fc^f, L tz'&, 280 nm© |R & fiij 5£ L x 1 mg 
/ml £ 1.35 0D t LTSEtfJ-T&o * /c % ELISA tc J: 5 Jj§ (i f © 
J:-5t-SfJ*^-*C<i:*<l?*So 0. 1M fij^K^®fg (pH 
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9.6 ) T?l //g/ml iz^m L tz-Y ^t/t t MgG (TAGOgSI) 100 u 1 
^967^7 U - h (Nunc^l) IC fln X. . 4 °C T? — Bfe W > * a < - •> 3 > 

.y^>^(Dm> ii:i:#^L/c:£fi|B^T^ffl£ftSfc#:£/cte 
t/L#*#t?i^>^^s *>^^tttp°iltt MgG (CAPPBLM) 10 
0 ^1 &j&;taLx Ifiict 1 ^fPhI a. ^- -> 3 & o 8fcJ£& 

, 5000f&#f* LtzT fr* * r 9 -^'UtSktfi b h IgG (BIO 
SOURCES) 100 ^1 ^fiJC-C 1 BtF^-T ^- h ^"So 

#fcfr&> SK»ft*ftl^.'f>'4-3L'<-'>3>©tftx MICROPLATE REA 
DER Model 3550 (Bio-Rad SSO *ffl^T405nm T © !R ft & fflfl 56 L 

1-10. $a#J£m© IL-6T > * =f- X h 

W-Cffiffl $ ft S IL-6&^#:te. IL-6^Wf* tt*W 
L. E.O IL-6©£4^ft^tt£fciI Lft^RT* So SP ^ IL-6 
IL-6^^#iC*j- L IL-6<!:ii^Wl^^tS*^ IL-6©£% 
Lte^fca&. IL-6(c J; £ ? ± JVBM * 2& ®r •* S 0 

il-6&£# ti N il-6© y ^ y $?ibjij© y ^ ;iiS*lit^: 

t^ct i9^^^*ALTfpSS$ftSo IL-6&^&© t> t t £ IL-6 
ti^o^Jfe^Ba^^:^*^ K ^ £ # It ft te\ *?£L<tefcb 

il-6t^So MtttfMcfcU il-6© y ^ y &&%a<Dft^-*: u 

>^'^"n^5A N WHATIF (Vriend et al., J. Mol. Gra 

phics (1990) 8, 52-56) £ ffl ^ T ^ © — #Clfit * L , $^1:1 
H$tl57 ^ y Sfc g&£©£#lcRtS-r*&#* Willi S C <t tc £ t> fr 
tin^o I^tiIl7;y|!iI^^£Lfct, hh IL-6itfe^P£ 

3 - Kt *££BB7ij£#tf< 9 ?-&mmt lt, iism^ftspc 

R (#Ul/-7fiO'J7^'>3^) & iC J; «9 y ^ y g & 
$ftSJ:oiC^M*^A-#-SC<!:tcJ;«9, IL-6&^&£ 3 -KtS 
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IL-6&ifroft#^iJ<!: LT(i, Brakenhoff et al., J. Biol. Ch 
em. (1994) 269, 86-93 % &.t>'Savino et al., BMBO J. (1994) 13 
, 1357-1367, W096-18648, W096-17869 IC M ^ 3 ftT l»* 5 „ 

X(iIL-6^^#:^^^y^ K«IL-6S$f*:XtiIL-6ice^ L. Ztl 
^igtSCiiai? IL-6© IL-6^^^-N©i^-^^#M^J{cPfl^ 

* •> 7" ;p £ & * 3£ »f £ o 

IL-6S|5#^y^ KX«IL-6S§#SB»^"r^ Kti. IL-6X ii IL-6 
^S&©T 5 y $?@E?iJ{c fcl^T IL-et IL-6^2g#<h ©*g£»cfii:fc s 
fil^t© — S&X te^Sfl© T 5 y iEJij^ £> Ft* S o £ © 

<fc -5 ft'*'?* Kli, iI3tlO~8(k $f£L<te20~50 N J; t> if * L < 

20 — 40-0 CO T * ;tss^bti«o 

IL-6SP^^y^ KXte IL-6g^#g&#^:^ Kte, IL-BXliIL-6 
££#© T 5 y SfcBB^lJ IL-6i lL-6^^#: £ © ijg id & 

(i, ffiMcbl-f-f- K £ =i - F "T -5 DNA IS ?ij * % 
^ ^ - {C ffi , flif K » 1ft *. M St # © IB 31 . I^&O'HIIJ 
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M^tfaffl-^^c^XtittW^-fife^^ffl''^ c cb^_T?§ So lift 

J@$(c 1 T S y B^o R£<h#ll&±i;: f§£Lfc 7 S J Wt 
Xii^^f- FOa-7 ^ J iC^IS^Hfti^^Sie^xl!: 

tjc -r =f- Ki©$f^^t.«)lrt^o ^ "7 f- K $1 £ © 0f R Jfc Id 
. Boc &-ete? y lt7K#Xte h'J7 o y * > x/u* X 
Fmoc&TteTFA ^Ifffll^ C i 4 o Boc &Tfi, #j X. V 

f- K 81 © ^ & 10 Wr K Jfc & fr 5 Ct^TflSo 

sct^-e^o *©»mic*fctK saiRonsitcasffl ^ t> n 

# ft ? h ^57 ^ -(D7°u 7 7 4 ^ ® ¥ - ? icm % -f & M 
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IL-6^^^y^ FRO* IL-6^^#g&#^y * F © Jl # 0>J , #Pj 
5p 2 - 188600, 7 - 324097, # Bfl ¥ 8 - 31 1 098&. Xf ffl # fF 

5210075{Cgfl^: $ tlT^ -So 
2. IL-6T > ^ =f- X h (PjgttOijjB 

. BSF2 {ClL-6^^SnL. IL-67 >^ ^^-X h^it#$ii:6 u i 

o iL-6^#ttiiiija© 3 h- =f- x v t trm-m-tnif £ 

£tz. \L-6%:& ft 5&mmf!&-e & £U266iC*f L 1 2 5 iHtfi I L-6 £ i§ 
*I*©*fiilttIL-6*^in PH^K IL-6T > ^ J- X N £j&n*.. IL 

Z\l-6T > ? J-X KIS4fii'TT «H 1I& # Jfc £ ft rt: JSI 

!& 4^ iS: £ n & ft in; IgC £ LTii, fl^tf. fiftB^ffll^C 
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4. &-^ijgl&fc t fct>'§i!3'J 

&mft&tt. m.mft&m. &T&tt&mni- & z. ±& 

-So W^S-^Ste. -@i:o^ll kg£> *9 0. 01 mg ^ £> 100 mg 
©igffi-^ilte: ft £ o Mm&tziQ 1 - 1000 mg , if* L < 

(2 5 ~50 mg ©fi:-^J|*a^C«b*<T*So 

# is «jb © « ft t *B8SB5-50S&©^sfr£ fctete0£im> s-^j&ft 

o U K > . */l/^+yt'-iH'j7-, # tK •> > f - ;U u — 

9 f- y ^ > f ;Hr;i/P-x, if 7i/t;i/P - x , 

77t'7iA, # -t? > . -if 5 f- > > mJi. i? 'J -b u > ^ ynt° 

. Xf7 'J ;l/ 7 ;l/ ^ - ;K X -f T U > t h ii7;^ > (HS 

A ) N h -;K v yu tf h 5 ? h - x N Elg&ftigr t L 
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X*&Z>o JtttlftfCte. «J£tt«tt^ m&wvtf&$:. &t*om&, 

r h if - & # & . gtttt^i^t izi*&ft&m<tmi$i)<&if z>n 

7 D -f > b ^ 7t £ T V s a. '< > h fC ^ 3 ^ -f U ^ A • y IJ # 
A (Mycobactero i um butyricum) O ft £1 £E Si £ 2. 5 mg/ml £ 3 J: 
■5 ^ X- T ?L £ Ltz'&, C57BL/6 3fc*tte-*"2*tC-fc©0. 2 ml£& 
T&tfL-CffifisCJGffcfcfrofco 14B&l;:£Stt££7klc»»Lrt:10 
mg © ; 3/<^f 'J • 7f'J *A (Mycobacteroium butyricum 

) ®^^5Effi^. *Ti7 v b v K (foot pad) j£Ti£tt L 
fS^ig L/: D 24B#Fe i 1^iC;££r© 7 y h y F (foot pad) 

MR16-l*t# titftJGKJRft; £ (5J ^(C 1 HJ©^-0. 125 mg. 0. 5 mg£> -5 
}*2 mg^JKKrtg-^ Lfco Z2 > \* v - Jim liJ V ? J 7 fi<m c 
&2>3v h IgG (KH-5) £ N tfz, l&ft L ft ^ tz^ *J Xi£icli£ 
3 W :£ *g * £ IrI ** ic fi: # L /Co ^ © 31 EI 1 ic^irji«9-e<fc£ 0 

iaH^fP B tc 1 |H]MR16-l£&-^-r£C£(;:J;i9. iS31M£-fr § # 

It R IB t± ffl Jl # W tti «ll $n/: 0 

Yamasaki £ <D^m (Science (1988) 241, 825-828 ) fcflfc ^ ?f £ 

3 - Kt5 cDNA^-^ti y ^ X ^ KpBSF2R. 236£ffl 
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i^t. pcr &fc «t d pi^ttiL-e^^^^fp^: Lto y^x^ Kpbsf 

2R. 236&$lJ|5Bi£^Sph I TfflHfcLT. I L-6g ^ # cDNA£ j£ . Cft£ 
mpl8 (AmershamSSO i:f AL/; 0 IL-6SS#cDNAi:x h K> 

> t' h p i a-^^x^->XyXfA (AmershamSg) ic «fc «9 N PCR 
fe-C IL-6^^#cDNA{;:^#l£#A L rt: o CO^ffMCcfc^Xby^a 
F>^*7 i 7 ®?345 ©&ffl(C2iA£ ft. Wfg1*feIL-6g^&£ 3 - K 
"T £ cDNA^# btlto 

^j8teIL-6g£#cDNA£CH0 *fflBS^ffe^**S 7" 5 X ~ K 

pSV (Pharmacia SI) <h J£ *£ 3 ■£ . KpSVL344 &ntz<> dh 

f r© cDNA£- ^tr:/5 X ~ K pECBdhf ric Hind 1 1 1 -Sal I T 133 Wf L /c «T 
IL-6^^^cDNA^#A L , CHO *fflJ!£f£5i ^ X ^ KpBCBdhfr34 
4 £#/Co 

10// g ©^7X; KpECEdhfr344 £ dhf r-CH0#ffl JJ£#c DXB-1 1 (Urla 
nd et ah, Proc. Natl. Acad. Sci. USA (1980) 77, 4216-4220) 
^ ii Jl is t? A V * X 7 jl b#l:P%& (Chen et al., Mol. Cell. Bi 
ol. (1987) 7, 2745-2751 ) <k f5 . ^>X7x^ M/^o h ^ 
>X"7 x * h LfcCHO ffiUfc&lmM 401/* * 10% ^#fFCS . 100U 
/ml © ^ — *> U > *5 «fc #100 # /ml © X h U y h t ^ •> > ^ ir 7 
* 1^ * •> K ^ # a MEM M iR * 7& T 3 il 53 *g ft L « 

mftztitzcuo mife&mRftMm-e * ? u i£-©ch 

0 fflflS^ o->^#fco d ©CHO ffllS * a - > £ 20nM-200nM© ft 
CDS h M/#t-h (MTX ) t?itffi Lx t h ^j7&'f4IL-6g:^#j^£ 
CHO «HSa^5E27^^/c 0 CHO *ffl8$#;5E27£5fl;FBS £• ^ -f X 3 - ^ 
& £ ^ =i *S * ft ( IMDMs Gibco S3) "eigftLfco igft±7t£IU 
iRL. ^ft±^*©^T^ttlL-6SS#:©7l^^ELISA l;: T iffl 5£ L 

o 
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10 u g ©ffltftM 1L-6 (Hirano£>> Immunol. Lett., 17:41, 1988 
) *7p^ > h^^7^aA'> h ti^lCBALB/cv^X^gl, ]fa 

<d y v?gj5^ £ & ^ $a <£- & l> # y u > ^ y ^ -;nsoo£ 

ffl ^ J. a - t jj« J* P3U1 -trfc 0 'W^'J K-^^HAT 

i&ftf&^ffi I* <5 0i £ (Djj& (Selective Methods in Cellular Immu 
nology, W. H. Freeman and Co., San Francisco, 351, 1980 ) tcfi£ 

t h it IL-6ia#£M£-r £ 'W/ U K-7(iTEO«k9i:LTIL 
-6fe^7vb^ ^feCfiofco "T^^*,. ffctfctt # 'J t* — ;l/«!©96 
yv-v^^p^u — r- (Dyna tech Laboratories, Inc. Alexandr 
ia, VA) ^0. 1M© carbonate-hydrogen car bona tell fr (pH 9.6) 
^"eiOO ul Ot^S^^XIg (10//l/ml, Cooper Biomedical, I 
ncSg Malvern, PA) ic «k »J 4 "CT-Bfen- h Lfc 0 :/ U - 

h ioo # i © i % * '>i»7;^ s y (bsa ) £#-t;PBS ic «t t) 

cn^PBS T'iilc^Lfcft, 100 u \ 0A>f7iJ K-vig*_k*Pt£ 
& 5t ~- j&Q X. . 4 °CtCT-Bfe-f h L/: 0 7L-- h %®tW L 

T. 2000cpm/0. 5ng/well £ & J: -5 JC 1 2 5 IfRfftffi^M IL-6£#5t-x 
iitaLs #fc?£ L fc»#3t©Sfc*t?gte£::tf > v a $ > ? - (Beckman 
Gamma 9000, Beckman Instruments, Fullerton, CA) "VMfe Ltz Q 
216 iO^'f F- v ^ n — >(D o -&32fi©^N-r ~f 'J K — v^n 

- IL-6*§£ T y -fe -f JC i «9 Ittt* ofco cnt>©^n->© 
n£^-e*^^J {C^^^MH166. BSF2^*# k>tltz 0 Wt^-f7 ] ) K-^*< 
£ it IL-6it&MH166 (ilgGl/cMO-y-^^'J'^'^W^-^c 

o^-e. IL-6tfe#ttvf X^^7"'J K — v ^ D — >MH166.BSF2£r 
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ffl^TMH166 ici^A^yij k- (DMMlzMir 2> f □ ?g £ S3 ^ 
tzo MH166. BSF2*ffl)j£& 1 x 10V200 u 1 fK t ft & X ■? (c # & L . d 
n(CMH166 tfLftZ^tS-y- >7 Jis%m*.s 4B^mmmi, 15. ICi/mM 
<D 3 H^i ^ v (New England Nuclear, Boston, MA ) %1&?Liz'&., 
M {d 6 Bf fffi i§ S tz o lia^r5X7 JU ? - ^ - /n° - ± ic 

c< > EeIIKj^ — ^ X ^ — (Labo Mash Science Co., Tokyo, Japan ) 

^©$£31. MH166 i/t&te IL-6JCJ: «9 ft£MH166. BSF2ilEflS© 

3 H^-^ ^^©^iA^^^i^^^J-pfiWL/Co MH16 

#%ffi|3. b h ffiIL-6g^&in;&g)|)g§iJ 

Hirata t> (J. Immunol., 143:2900-2906, 1989) iC J; <9 fF 

L fcirt IL-6trt#:MT18^CNBr{C J; *97£#>ft£-fer/c-ir:7 7n-X4B ( 
Pharmacia Fine Chemicals^, Piscataway, NJ) t ^ H CD d L 
fci^T^^^t, IL-6L/-fe"7*- (Science (1988) 241, 825-82 
8 ) %m%lLtzo tK - ^mmWV266%l%i; ¥ h-> (Wako 
Chemicals^) , lOmM h U ^ 9 J - Jl> T I > (pH 7.8) *5 «fc O'O. 15 
M NaCl^^i; ImM p-'< 57; y 7 ^ >x;l/7 ^;l/7;l/t 

5 K'> << F n ^ n ij K (Wako Chemicals^) (V *? V — 
) T^I^jkLs -fe7 r n-X4Bt'-Xi^^r^i±fcMT18$t#:iM^ 

tz^>(D^^mm\i-^m-^t l/; 0 

BALB/cv^x£3 X10 9 fi©U266|ffll&j^ £&rt:±ga3l$#**!BUL-6 

&JCT IL-eSS^^Oite^JStt^iH^Aio 5 X10 7 ^©U266ffl§S^ 
35 S (2.5mCi) T?«l»L. ±IS S> * h - >^©^T^I 
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02fc#L. 0. 25ml© ! J ¥ h - >mffi& (PH3.4 ) {Cct«9 3 5 S 

si-— >ail&IL-6g;g#:£»!ttB $ -fcK 0.025ml © 1M Tris ( pH 7.4) 

7? * fQ L /Co 

0. 05mlcD'N 7 D K - ^^#±^£0. 01ml© Prote in G -tr 7 T D 
-X (Phramacia §!}) £jK£rL/Co gfe^L/c^. -t?7 r n-x£± 
IS"T?li« L /cO. 005ml © 35 S WW I L-6g ^ £ Hi:-f ^ * ^ 
^-Hfco ^^^t^^K^SDS-PAGE-e^tff L. IL-6g^&£Rj& 

U K- "7 * a - >PM-l£fit It L/c 0 'Wy'J K - PM-1*> t> ^£ $ 
nsfiftiis IgGl /c McD-y- y * >f ^^w-r £ o 

>W :/ U K — v PM- &tn,fo(D t h- I L-6g 5 IL 

-6© t h i a. a — *fflJ}S t*U266^ffl ^ti^/Co t 

h ffl&M IL-6£*8iffi ck 9 P£3 L (Hiranot,, Immunol. Lett., 17 
:41, 1988 ) N # J\s h > - ^ > ? — U.M (New England Nuclear, B 
oston, MA ) JC K) 1 2 5 I L /c (Taga, T et al. , J. Exp. Me 
d. (1987) 166, 967) 0 4 xlO 5 41 © U266^ffl M & 1 00 teS©aB*J*E 
^IR3& IL-6©#^T"e^^(-T> 1 B^PtSK 70% (v/v ) ©/W ^ U 

K- -7PM-l©i£S±7jt£l4000cpm© 125 I mMll-et t h (Cigg L 

/Co 70 x/ l ©-*>:/ 400 #1 ©7^^o7a-i; i j;)jxf b> 

^^-•^(^300 #1 ©FCS JcJcMJf L. :S>fr©l£. *ffl J® _L © Sfc &t S 

& m £ L o 

-£©*£m. U K-^PM-l^^^-T <Stn:{*:(i. IL-6©IL-6g 

Saito, et al.. J. Immunol. (1993) 147, 168-173{dfeife©:£& 
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"7 ^ «r»ttIL-6SS#«r^^-r *CH0 *ffl«S«rlOXFCS£^i? IMDM 
igilS'e^iU *©^*±»^ t> T ^ ^ IL-6S§f*RS12 ( 

±IBSaito, et al#J&) iAffigel lO^^U (Biorad) l;|^L/:7 

Kil^L. * X ^ - 5 y h ( B * f- * ;l/ X U '< - ) © MSB 
{c&H" L /Co 2 i!|g)&^ f, ti "7 n 4 > b ^£%±T v 5 a. '< y KTilflD 

L fc„ 45HSIC7 >y h L> -e CD jjEffi J§S *tr 2 x 10 B ffi & 1 

xio 7 eo-v^X^io - v*fflBaP3Ul i 50X ©PEG1500 ( ^ - U > 
#"-^>/WA) £ & l,>T3t&}Ccl: £ iSffl Ife ill £r £ -tf HAT ^ 

m fc t a -r -/ u k - v ^ x ? u - - v r l 0 

* XT7 r ^ -t'ilt ^ ^IfctfU-^IgG »c«t &ELISA ^{C«fc *} 
X oJ^ttIL-6^^^{C^f-r £ y 'J K- v£x ? 

"J - - > 7 L o i?t# © ££;&<«fcB § ft ^ ^ U K - v ? n - y 
2 lHl©-9-^X^U-^>r^^T^. $-©a^7'J K - ^ * n - 
>^i/: 0 d © * n - >£MR16-l££ft-tf/c 0 

d ©/N>r y; K-v^^^-r^tni^cT^x iL-6©ft mBMizis 

if S ■ffPStt^MHeO. BSF2 mug (Matsuda et al., J. immunol. (1 
988) 18, 951-956) £ ffl ^ 3 Hf- ^ S> > © IX & ^ fc 0 96^ * 

h {^MH60. BSF2 x 10 4 j@/200// 1/* * /U i t£ £ J; 

9i:DI!Lfco d © y U - f* iC lOpg/ml © v ^ X IL-6 <h MR16-lirC#: 
* (iRS12to;^^ 12. 3~1000ng/ml £ Sn T 37°C . 5X C0 2 T 441$ Pal 
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^1 > (D fflfe Lfc 0 ^«>i^mMR16-ltn:^(iMH60. BSF2 jffl 

© 3 H^ ^ 'J > ?XiA * * «1 ftj L o 

T3BBIia©ai*iJS»S*W^" S C $ tlAio LfcJ&<oT\ IL-6T > 

*=f^* h«^f£14®rt:3E. -&£?lRlfe. Sottas 
ttffi. mML&l&m&t tzttT h t: - 14 & It 2fc © 0 i LTWfflT 

*> s c <t *< w t> $ n o 



: b*b^«!R^< # mat ith-3 

$££*$Kl) ^ ^ : Rat-mouse hybridoma MR16-1 
^FKS-f- : FBRM BP-5875 
^fEB : 1997^ 3 ft 13B 

(2) ^ yf; : HB 101-pIBIBSF2R 
^ffE#-§- : FBRM BP-2232 

B : 1989^ 1 ft 9 B 

(3) ^ : PM1 

: FBRM BP-2998 
^ft B : 1989*P 7 £ 12B 
S £ #5 : National Collection of Industrial and 
Marine Bacteria Limited 
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: 23 st Machar Drive Aberdeen AB2 1RY 
$c£$l(4) ^ Tfi : Escherichia coli DH5a-pPM-k3 

: NC 1MB 40366 
H : 1991^ 2 ^ 12B 
(5) ^ yf; : Escherichia coli DH5a-pPM-hl 

: NC 1MB 40362 
ilr it E3 : 1991^ 2 ^ 12B 
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